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Abstract
Background:  Systemic inflammation is associated with various complications in chronic
obstructive pulmonary disease including weight loss, cachexia, osteoporosis, cancer and
cardiovascular diseases. Inhaled corticosteroids attenuate airway inflammation, reduce
exacerbations, and improve mortality in chronic obstructive pulmonary disease. Whether inhaled
corticosteroids by themselves or in combination with a long-acting β2-adrenoceptor agonist
repress systemic inflammation in chronic obstructive pulmonary disease is unknown. The Advair
Biomarkers in COPD (ABC) study will determine whether the effects of inhaled corticosteroids
alone or in combination with a long-acting β2-adrenoceptor agonist reduce systemic inflammation
and improve health status in patients with chronic obstructive pulmonary disease.
Methods/Design:  After a 4-week run-in phase during which patients with stable chronic
obstructive pulmonary disease will receive inhaled fluticasone (500 micrograms twice daily),
followed by a 4-week withdrawal phase during which all inhaled corticosteroids and long acting β2-
adrenoceptor agonists will be discontinued, patients will be randomized to receive fluticasone (500
micrograms twice daily), fluticasone/salmeterol combination (500/50 micrograms twice daily), or
placebo for four weeks. The study will recruit 250 patients across 11 centers in western Canada.
Patients must be 40 years of age or older with at least 10 pack-year smoking history and have
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chronic obstructive pulmonary disease defined as forced expiratory volume in one second to vital
capacity ratio of 0.70 or less and forced expiratory volume in one second that is 80% of predicted
or less. Patients will be excluded if they have any known chronic systemic infections, inflammatory
conditions, history of previous solid organ transplantation, myocardial infarction, or
cerebrovascular accident within the past 3 months prior to study enrolment. The primary end-
point is serum C-reactive protein level. Secondary end-points include circulating inflammatory
cytokines such as interleukin-6 and interleukin-8 as well as health-related quality of life and lung
function.
Discussion: If inhaled corticosteroids by themselves or in combination with a long-acting β2-
adrenoceptor agonist could repress systemic inflammation, they might greatly improve clinical
prognosis by reducing various complications in chronic obstructive pulmonary disease.
Background
Chronic obstructive pulmonary disease (COPD) repre-
sents an increasing burden worldwide and is reported to
be the sixth leading cause of death in 1990 [1] and the
fourth in 2000 [2]. Discouragingly, by the year 2020, its
mortality rate will rank third, only behind stroke and
heart disease [1]. Although these figures are alarming,
they are likely to be gross underestimates of the true
health and economic burdens of COPD because COPD is
an important risk factor for other causes of morbidity and
mortality, including cardiovascular disorders and cancer
[3,4].
While the pathobiology of COPD has not been fully elu-
cidated, there is a growing recognition that systemic
inflammation may play a salient role in COPD progres-
sion and morbidity [5]. There is now a large body of data
that show systemic inflammation exists in stable COPD
and that the intensity of the inflammatory process relates
to the severity of the underlying disease [6]. Systemic
inflammation has been linked with the extra-pulmonary
manifestations in COPD including sudden deaths,
arrhythmias, strokes, myocardial infarction, and cancer
independent of confounding factors such as age and
smoking [4,6,7]. Additionally, in COPD, systemic inflam-
mation has been associated with diminished peripheral
muscle strength, reduced exercise endurance, workload,
and six-minute walk distance, poor health status, and
quality of life [8]. These data suggest that systemic inflam-
mation may be intrinsically involved in the downward
spiral in the health status of COPD patients. These data
also raise the possibility that treatments modulating sys-
temic inflammation could improve important health out-
comes in COPD.
Inhaled corticosteroids are powerful but non-specific anti-
inflammatory agents commonly used to treat patients
with COPD [9]. Recent studies indicate that although
inhaled corticosteroids do not alter the rate of decline in
lung function, they reduce bronchial hyperreactivity,
decrease the frequency of exacerbations, and slow the rate
of decline in the patient's health status [10,11]. A pooled
analysis of clinical trial data indicates they reduce mortal-
ity by ~25% relative to placebo over three to four years of
follow-up [12]. Interestingly, most of the beneficial signal
associated with inhaled corticosteroids was observed in a
subgroup of COPD patients with moderate to severe dis-
ease [12]. In patients with mild disease, there was no sur-
vival advantage. These findings are consistent with data
on exacerbations, which also demonstrate significant
reductions related to inhaled corticosteroids only in those
with moderate to severe disease [13]. Intriguingly,
biomarkers of lung and systemic inflammation are
increased in COPD patients with moderate to severe dis-
ease; patients with mild disease generally do not have
increased levels of inflammatory biomarkers [14].
Systemic corticosteroids reduce serum C-reactive protein
(CRP) and other circulating inflammatory cytokine levels
in COPD [15]. They also down regulate certain inflamma-
tory cells and cytokine levels in the airways of COPD
patients [16]. Whether inhaled steroids can reduce circu-
lating CRP levels in stable COPD is less certain. A pilot
randomized clinical trial of 41 patients with COPD indi-
cated that withdrawal of inhaled corticosteroids increased
serum CRP levels by ~70%; whereas a two week treatment
with inhaled fluticasone reduced CRP levels by ~50%
[15]. These findings are consistent with a recently pub-
lished observational study by Pinto-Plata and colleagues,
who found that users of inhaled corticosteroids had
serum CRP levels that were on average ~40% lower than
those among corticosteroid non-users [17].
Recent experimental evidence indicates that long-acting
β2-adrenoceptor agonists on their own can promote trans-
location of the glucocorticoid receptor complexes from
the cytosol to the nucleus, a process that is critical in
effecting the anti-inflammatory effects of corticosteroids
[18]. When long-acting β2-adrenoceptor agonists are
added to corticosteroids, the rate of glucocorticoid recep-
tor translocation may be accelerated [19]. Moreover, Zhu
and colleagues showed in a randomized controlled trial ofBMC Pulmonary Medicine 2006, 6:3 http://www.biomedcentral.com/1471-2466/6/3
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140 patients with moderate to severe COPD, that 12
weeks of treatment with salmeterol plus fluticasone
decreased tissue expression of tumor necrosis factor
(TNF)-α and interferon (IFN)-γ in the larger airways. They
also found that combination therapy decreased sputum
eosinophil (p = 0.03) and subepithelial mast cell counts
(p = 0.08) in the bronchial tissues [20,21]. Importantly,
these cellular changes were accompanied by a reduction
in the rate of exacerbations in the combination therapy
arm of the study. These results demonstrate that combina-
tion therapy decreases local inflammation in the lung, but
whether combination therapy reduces systemic inflam-
mation is still unknown.
Aims of the study
The primary aim of this randomized, placebo-controlled,
double-blind, multi-center clinical trial involving 11 cent-
ers in Western Canada is to determine whether inhaled
corticosteroids alone or in combination with a long acting
β2-adrenoceptor agonist reduce systemic inflammation in
stable COPD.
Specific objectives
This study will determine whether: 1) fluticasone alone or
in combination with salmeterol lowers CRP levels by at
least 30% below that achieved by placebo; and 2) combi-
nation therapy is better than fluticasone alone in reducing
CRP levels. We will also determine whether: 1) CRP reduc-
tions are associated with improved health-related quality
of life; 2) CRP reductions are associated with improved
forced expiratory volume in one second (FEV1), and 3)
inhaled fluticasone alone or in combination with salme-
terol can also reduce interleukin (IL)-6 and other pro-
inflammatory biomarkers in COPD.
Summary of the Trial Protocol Figure 1
Summary of the Trial Protocol. * Post bronchodilator values; all else will be pre-bronchodilator values. † Must be done prior to 
initiation of therapy and completion of therapy or during periods of acute exacerbation or infection. For those exacerbations 
or infections requiring oral steroids and/or antibiotics, patients will be asked to return 2 weeks after completing their acute 
exacerbation or infection treatment.
Phases  Run-In  Withdrawal  Active Treatment 
Weeks  1 2 3 4 5 6 7 8 9 10 11 12
Placebo 
Advair
®  500 ug bid 
Drugs Flovent
® 500ug bid  Withdrawal of Flovent
®
Flovent
®  500 ug bid 
Method of Allocation of 
Drugs 
All study patients 
(no blinding) 
All study patients 
(no blinding) 
Random allocation 
(Participants blinded to 
allocation) 
Venipuncture for blood 
analysis
†
♥ ♥ ♥ ♥     ♥ ♥ ♥ ♥     ♥ ♥ ♥ ♥    ♥ ♥ ♥ ♥
Spirometry  ♥ ♥ ♥ ♥*     ♥ ♥ ♥ ♥     ♥ ♥ ♥ ♥    ♥ ♥ ♥ ♥
SGRQ  ♥ ♥ ♥ ♥     ♥ ♥ ♥ ♥     ♥ ♥ ♥ ♥    ♥ ♥ ♥ ♥
Physical Examination  ♥ ♥ ♥ ♥             BMC Pulmonary Medicine 2006, 6:3 http://www.biomedcentral.com/1471-2466/6/3
Page 4 of 8
(page number not for citation purposes)
Methods/design
Overview of the study design
This trial is a double blind study comparing the effects of
inhaled fluticasone alone or in combination with salme-
terol against placebo on serum CRP levels in COPD. All
study participants will first undergo a run-in phase during
which they will be treated with fluticasone 500 mcg bid
for 4 weeks. This will be followed by a withdrawal phase
wherein all participants will be free of any inhaled corti-
costeroids or theophylline products for 4 weeks. After the
withdrawal phase, participants will be randomly assigned
to one of three arms: placebo; inhaled fluticasone (500
mcg bid); or inhaled fluticasone/salmeterol combination
(500/50 mcg bid). Randomization will be carried out cen-
trally according to a computer-generated sequence strati-
fied according to current smoking status with allocation
concealment in a 1 (placebo arm) to 2 (fluticasone arm)
to 2 (combination arm) distribution ratio. In this phase,
all participants and study personnel will be blinded to the
treatment assignment. This phase will last for 4 weeks. For
safety reasons, during severe exacerbations (i.e. those
requiring hospitalization or emergency visit for COPD),
the treating physician can break the "code" and place
study participants on medications needed to treat the
exacerbation (See Figure 1 for protocol summary)
Details of the run-in phase (4 weeks)
During this phase, all pulmonary medications with signif-
icant anti-inflammatory effects (e.g. inhaled corticoster-
oids, theophyllines, and leukotriene modifiers) will be
Management of Exacerbations during the Study Figure 2
Management of Exacerbations during the Study. Abbreviations: LABA, long-acting β2 adrenoceptor agonist; SGRQ, St. George's 
Respiratory Questionnaire.
Run-In Period                
Patient Taking fluticasone
Wash Out Period            
No steroids or LABA
Treatment Period           
Patient Taking Randomization Drug
Restart Treatment Phase
If Exacerbation or Infection
Continue with regular medications 
for 2 weeks post-treatment of 
exacerbation or infection 
Exacerbation/Infection Flow Sheet
Blood drawn if possible during 
Exacerbation/Infection
If Exacerbation or Infection
Blood drawn if possible during 
Exacerbation/Infection
Return to week 1(visit)
Restart Run-In Phase
Continue with regular medications 
for 2 weeks post-treatment of 





If Exacerbation or Infection
Blood drawn if possible during 
Exacerbation/Infection
Restart Run-In Phase
Continue with regular medications for 
2 weeks post-treatment of 
exacerbation or infection 
Exacerbation 
Treatment
Return to Week 7 Return to week 1(visit
Discontinue Study TreatmentBMC Pulmonary Medicine 2006, 6:3 http://www.biomedcentral.com/1471-2466/6/3
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discontinued. All participants will be maintained on
inhaled fluticasone (500 mcg bid; Flovent Diskus®, Glax-
oSmithKline Canada, Mississauga, ON). Short-acting β2-
adrenoceptor agonists (e.g. salbutamol) and/or anti-
cholinergic (ipratropium) will be allowed as rescue medi-
cations. Long-acting anticholinergic medication (i.e.
tiotropium) will also be permitted, if clinically indicated
as judged by the participants' attending physician. Long-
acting β2-adrenoceptor agonists, however, will be prohib-
ited.
Details of the withdrawal phase (4 weeks)
During this phase, inhaled fluticasone will be discontin-
ued and participants will not be allowed to take any other
inhaled corticosteroids, theophyllines or leukotriene
modifiers. Short-acting β2-adrenoceptor agonists (e.g.
salbutamol) and/or anti-cholinergic (ipratropium) inhal-
ers will be allowed as rescue medications. Long-acting
anticholinergic inhaler (i.e. tiotropium) will be permitted
as maintenance medication. Long-acting β2-adrenoceptor
agonists will be prohibited.
Details of the active treatment phase (4 weeks)
All participants will be randomized to one of 3 arms of the
trial: placebo (placebo diskus, GlaxoSmithKline Canada,
Mississauga, ON), inhaled fluticasone (500 mcg bid; Flov-
ent Diskus®, GlaxoSmithKline Canada, Mississauga, ON)
or inhaled fluticasone/salmeterol (500/50 mcg bid;
Advair Diskus®  GlaxoSmithKline Canada, Mississauga,
ON). Short-acting β2-adrenoceptor agonists (e.g. salbuta-
mol) and/or anti-cholinergic inhaler (ipratropium) will
be allowed as rescue medications. Long-acting anticholin-
ergic medication (i.e. tiotropium) will be allowed as
maintenance medication if clinically indicated as judged
by the participants' attending physician. Any other long-
acting β2-adrenoceptor agonists or inhaled corticosteroids
will not be allowed. As well, theophyllines or leukotriene
modifiers will not be permitted in this phase.
Exacerbations during the study period (see figure 2)
The participants will be instructed at enrollment to con-
tact the local study coordinator at the earliest opportunity
if their usual COPD symptoms (i.e. cough, dyspnea, spu-
tum production, or sputum color change) worsen, or if
they develop a fever (of unknown source), or active infec-
tions elsewhere (e.g. sinusitis). During exacerbations,
study coordinators will see the participants as soon as pos-
sible and will codify all exacerbations according to Pag-
giaro's criteria [22]. A mild episode is one that can be self-
managed by the patient at home, requiring only intensifi-
cation of current therapy; a moderate event is defined as
requiring antimicrobial and/or oral corticosteroid ther-
apy; and severe is defined as an event requiring admission
to a hospital or an emergency department. Treatment
decisions during exacerbations will be rendered by the site
(principal) investigators using the Canadian Thoracic
Society guidelines in consultation with the participants'
primary care provider [23]. Blood samples will be
obtained at the time of the exacerbation. If participants do
not or can not contact study coordinators during severe
exacerbations, the study coordinator will make every
attempt to obtain blood samples from the patients at the
time of their presentation to the emergency department or
hospital. For those who experience an exacerbation
requiring systemic corticosteroids and/or antimicrobials,
the study patients will be asked to return 2 weeks after
they finish their course of exacerbation medications at
which point their blood, spirometry, and health status
measurements will be collected. Once clinical stability is
achieved for a minimal of 2 weeks, the participants will
resume study participation in accordance to the schedule
published in figure 2.
Study participants
All participants must have a clinical diagnosis of COPD as
defined by the Global Initiative for Chronic Obstructive
Lung Disease (GOLD) guidelines [24]. Spirometric crite-
ria will include a FEV1 of less than 80% of predicted with
an FEV1 to forced vital capacity (FVC) ratio of less than
0.70 (post-bronchodilator values). Additional inclusion
criteria will be a cigarette smoking history of more than 10
pack-years, clinical stability as defined by the absence of
exacerbations for at least 4 weeks, and age ≥ 40 years.
Exclusion criteria will be any known disseminated malig-
nancy, known chronic systemic infections or inflamma-
tory conditions (e.g. rheumatoid arthritis, systemic lupus
erythematosis, active sarcoidosis), previous solid organ
transplantation, myocardial infarction or cerebrovascular
accident within the past 3 months prior to study enrol-
ment, females of child-bearing age (i.e. must be amenor-
rheic for at least 12 months), participation in a drug trial
within the past 4 weeks prior to study enrolment, any sub-
ject who is unlikely to survive more than 6 months, recent
upper respiratory tract infection within the 4 weeks prior
to enrolment, unable to follow instructions, patients on
chronic oral theophyllines and unable or unwilling to
come off theophyllines for the study period, oral corticos-
teroids, or long-term immunosuppressive agents.
Laboratory & other measurements
Blood collection
During every visit (and in the case of an exacerbation and/
or infection according to Figure 2), study personnel will
take two 10 ml collection of blood from participants
through venipuncture using standard techniques. One
sample (~10 mls) will be collected in tubes that do not
contain an anti-coagulant and another in a tube that does
contain an anti-coagulant. The tubes without the anti-
coagulant will be allowed to clot for at least 30 minutes,
then centrifuged at ≥ 1500 × g for 15 min at room temper-BMC Pulmonary Medicine 2006, 6:3 http://www.biomedcentral.com/1471-2466/6/3
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ature and then divided into aliquots (at least 2 serum sam-
ples) using a sterile plastic transfer pipet. The serum
aliquots will be placed into supplied microtubes contain-
ing an anti-protease. Until used, the tubes containing the
anti-protease will be stored in a -20°C freezer. The serum
samples mixed with the anti-protease will be temporarily
stored in a portable cooler containing frozen gel-packs
and refrigerated at 4°C. Same-day shipment of the serum
samples will be organized by the participating site to the
central core laboratory located James Hogg iCAPTURE
Centre for Cardiovascular and Pulmonary Research, St.
Paul's Hospital, Vancouver, British Columbia, using a
courier service, guaranteeing arrival within 24 hours of
shipment. The tube with the anticoagulant will be tempo-
rarily stored in a portable cooler containing frozen gel-
packs and refrigerated (4°C) until same day shipment to
the central coordinating centre's laboratory in Vancouver
occurs. From these samples, the participants' serum C-
reactive protein (CRP) levels will be determined using a
commercially available high-sensitivity enzyme-linked
immunosorbent assay (ELISA) kits (Alpha Diagnostics,
San Antonion, Tx). Serum concentrations of IL-6, TNF-α,
and other inflammatory mediators will also be measured
using commercially available ELISA kits.
Spirometry
Spirometry will be performed for each participant at each
visit in accordance with the guidelines from the American
Thoracic Society [25]. A test session will consist of several
repeated FVC maneuvers. Each maneuver will require the
subject to take the deepest possible breath and exhale into
a spirometer as hard, fast, and completely as possible. The
spirometer will record the volume of air exhaled as a func-
tion of time. Each subject will perform at least three FVC
maneuvers. For a maneuver to be acceptable, it needs to
be a maximal exhalation free from cough, excessive hesi-
tation, leak, obstructed mouthpiece, variable effort, or
early termination. At the first visit, pre and post-bron-
chodilator measurements will be done. For follow-up vis-
its, only pre-bronchodilator values will be measured.
Health status measurements
During each visit, a disease-specific health measure, St.
George's Respiratory Questionnaire (SGRQ), will be
administered by the study co-ordinator at each site [26].
The scores for each section including symptom score (fre-
quency and severity), activity score (activities that cause or
are limited by breathlessness), and impact score (social
functioning, psychological disturbances resulting from
airways disease), as well as a total score will be calculated
using established methods [26].
Outcomes
Primary endpoint
The primary endpoint of the study is serum CRP level. We
anticipate that inhaled fluticasone alone or in combina-
tion with salmeterol will reduce CRP levels by at least 30%
below that achieved by placebo. We will also determine
whether combination therapy reduces CRP levels beyond
that achieved by fluticasone mono-therapy.
Secondary endpoints
The secondary endpoints will include: 1) changes in other
inflammatory mediators such as IL-6, TNF-α, and mono-
cyte chemotactic protein (MCP-1); 2) changes in SGRQ
scores; 3) changes in FEV1; and 4) rates of exacerbations
Statistics
Main analysis
For the primary analysis, we will compare the changes in
CRP at 4 weeks from baseline between those assigned to
inhaled fluticasone alone or in combination with salme-
terol and those assigned to placebo based on an intention-
to-treat principle. We will use between group t-tests to
determine whether the changes in CRP between the
groups are statistically significant and a mixed effects
model to adjust for any significant differences in the base-
line characteristics of the study participants across the
groups.
Secondary analyses
We will perform similar analysis on TNF-α, IL-6 and MCP-
1 (as well as other important inflammatory molecules).
We will use Pearson's correlation techniques (as well as
adjusted linear regression) to determine whether changes
in CRP levels correlate with changes in SGRQ scores. Pre-
vious studies indicate that SGRQ improves with flutica-
sone with or without salmeterol, independent of their
effects on FEV1 [10]. We hypothesize that SGRQ may cor-
relate with CRP.
Sample size calculation
We will enroll 250 participants with COPD for this study.
This will permit 100 participants to be assigned to flutica-
sone and combination treatment groups, respectively, and
50 participants will be exposed to a placebo during the
active treatment phase. We have calculated our sample
size based on the following assumptions: 1) we anticipate
that fluticasone relative to placebo will lower baseline
CRP levels by ~1.5 mg/L with standard deviation of 3.5
mg/L; 2) we will perform between group comparison of
CRP (from baseline) using independent two sample t-test
at alpha of 0.05 (two-tailed) and a power of ≥80%.
Ethical considerations
The protocol and procedures as described above have
received institutional approval from the University of Brit-BMC Pulmonary Medicine 2006, 6:3 http://www.biomedcentral.com/1471-2466/6/3
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ish Columbia/Providence Research Ethics Board, as well
as from all local institutional ethics review board of each
participating site. The funding for the study is from Glax-
oSmithKline (Mississauga, ON). The funding source has
no role in the design, conduct, analysis, interpretation, or
reporting of the study and will not have access to the raw
data. All data will be housed at the James Hogg iCAPTURE
Center in Vancouver, BC.
Discussion
In this paper, we have reported the background, the
rationale, and the study protocol for a unique multi-
center randomized controlled trial whose main outcome
is a biochemical measurement (i.e. CRP). The study will
test the hypothesis that inhaled corticosteroids alone or in
combination with a long-acting β2-adrenoceptor agonist
will reduce CRP levels in stable COPD patients. To our
knowledge, this is the first clinical trial in COPD whose
main outcome is serum CRP. Additionally, this study will
be able to determine the effects of these medications on
other relevant inflammatory biomarkers and likely pro-
vide a solid biological rationale for the clinical effects of
inhaled corticosteroids and combination therapy in
COPD.
There are certain limitations of this trial. Firstly, the study
will not measure any parameters of inflammation in the
lung. We decided against collecting biological samples
from the airways because: 1) a recently conducted and
published randomized controlled trial demonstrated that
combination therapy reduces airway inflammation
[20,21]; 2) there remains considerable amount of contro-
versy regarding the utility of exhaled condensates and
induced sputum in assessing airway inflammation in
COPD [28]; 3) more invasive measurements (e.g. bron-
choscopy) would have significantly reduced the projected
recruitment rate of participants, reducing the power of the
study to detect relevant differences in CRP; and 4) the pri-
mary focus of this study was to assess the effects of combi-
nation and steroid therapy on systemic inflammation.
Secondly, the study has a relatively short follow-up
period. We decided against a longer period of follow-up
for pragmatic reasons. In our previous pilot study, we
observed significant changes in CRP with inhaled corti-
costeroids after only 2 weeks of treatment [15]. Addition-
ally, we were concerned that follow-up longer than four
weeks would be associated with increased drop-out rates,
and exacerbations, reduced compliance with the study
medications, and changes in medications (both pulmo-
nary and nonpulmonary drugs) that may alter CRP levels.
Thirdly, we cannot be certain that changes in CRP levels
will necessarily result in significant changes in health out-
comes of COPD patients, though there is a body of indi-
rect evidence suggesting that they do [6,14,17]. Additional
work is needed in future studies to establish a causal link
between CRP and health outcomes in COPD.
In summary, the present study will determine whether
inhaled fluticasone alone or in combination with salme-
terol has any significant systemic anti-inflammatory
effects. Since systemic inflammation has been linked with
a variety of important complications in COPD including
peripheral muscle dysfunction, cachexia, cardiovascular
complications and cancer, if these medications do indeed
reduce systemic inflammation, this will provide an impor-
tant biological mechanism by which they improve health
outcomes in COPD. Additionally, this study will serve as
an important template for future studies, linking systemic
inflammation with clinical outcomes in COPD.
Abbreviations
COPD = chronic obstructive pulmonary disease
CRP = C-reactive protein
TNF = tumor necrosis factor
IFN = interferon
IL = interleukin
FEV1 = forced expiratory volume in one second
FVC = forced vital capacity
SGRQ = Saint George's Respiratory Questionnaire
MCP-1 = monocyte chemoattractant protein-1
ELISA = enzyme-linked immunosorbent assay
ON = Ontario
Competing interests
DDS & SFP have received honoraria for speaking engage-
ments and research funding from GlaxoSmithKline
(GSK).
Authors' contributions
All of the authors contributed to the manuscript and to
the project. DDS & SFP conceived the study, wrote the ini-
tial protocol, and obtained funding.
Acknowledgements
The ABC trial is funded by GlaxoSmithKline. The funding source had no 
role in the study conception or design. All data analyses will be conducted 
independently of the funding source at the James Hogg iCAPTURE Center 
(St. Paul's Hospital, Vancouver, BC.). The primary data will be held at the 
James Hogg iCAPTURE Center. The funding source will not be involved in 
the analysis or interpretation of the data.BMC Pulmonary Medicine 2006, 6:3 http://www.biomedcentral.com/1471-2466/6/3
Page 8 of 8
(page number not for citation purposes)
DDS is a holder of a Canada Research Chair (COPD) and a GlaxoSmithK-
line/St. Paul's Foundation Professorship in COPD.
MF is supported by the Michael Smith Distinguished Scholar Award and the 
BC Lung CIHR Scientist Award.
The authors wish to acknowledge and thank the site co-ordinators: Janet 
Baron (Royal University Hospital, Saskatoon), Georgina Lopez (St. Paul's 
Hospital, Vancouver), Anju Mainra (Lion's Gate Hospital, North Vancou-
ver), Linda Hui, Maureen Sigurdson (Vancouver General Hospital, Vancou-
ver), Kathy Duce (Lethbridge Regional Hospital, Lethbridge), Jill Edwards, 
Angie Depner (Links Clinic, Edmonton), Jennifer Barchard, (Grey Nuns 
Community Hospital, Edmonton), Heidi Haupt (University of Alberta, 
Edmonton), Teena Rossitter (Wetaskiwin Lung Laboratory, Wetaskiwin), 
Amin Thawer, Diane Conley, Gladys Wolters (University of Calgary, Cal-
gary).
The authors also wish to thank Mrs. Claire Gray (laboratory manager), Dr. 
Wen Qi Gan (Data Analyst), Dr. Ted Watson (GSK) and Ms. Jill Waddell 
(GSK) for their contributions to the project.
References
1. Murray CJ, Lopez AD: Alternative projections of mortality and
disability by cause 1990–2020: Global Burden of Disease
Study.  Lancet 1997, 24(349):1498-1504.
2. Michaud CM, Murray CJ, Bloom BR: Burden of disease – implica-
tions for future research.  JAMA 2001, 285:535-539.
3. Wasswa-Kintu S, Gan WQ, Man SF, Pare PD, Sin DD: Relationship
between reduced forced expiratory volume in one second
and the risk of lung cancer: a systematic review and meta-
analysis.  Thorax 2005, 60:570-575.
4. Sin DD, Wu L, Man SF: The relationship between reduced lung
function and cardiovascular mortality: a population-based
study and a systematic review of the literature.  Ches 2005,
127:1952-1959.
5. Hogg JC: Pathophysiology of airflow limitation in chronic
obstructive pulmonary disease.  Lancet 2004, 364:709-721.
6. Gan WQ, Man SF, Senthilselvan A, Sin DD: Association between
chronic obstructive pulmonary disease and systemic inflam-
mation: a systematic review and a meta-analysis.  Thorax 2004,
59:574-580.
7. Agusti AG, Noguera A, Sauleda J, Sala E, Pons J, Busquets X: Sys-
temic effects of chronic obstructive pulmonary disease.  Eur
Respir J 2003, 21:347-360.
8. Wouters EF: Chronic obstructive pulmonary disease. 5: sys-
temic effects of COPD.  Thorax 2002, 57:1067-1070.
9. Barnes PJ: Inhaled glucocorticoids for asthma.  N Engl J Med
1995, 332:868-875.
10. Sin DD, McAlister FA, Man SF, Anthonisen NR: Contemporary
management of chronic obstructive pulmonary disease: sci-
entific review.  JAMA 2003, 290:2301-2312.
11. Man SF, Sin DD: Inhaled corticosteroids in chronic obstructive
pulmonary disease: is there a clinical benefit?  Drugs 2005,
65:579-591.
12. Sin DD, Wu L, Anderson J, Anthonisen N, Buist AS, Burge PS, Calver-
ley P, Connett J, Lindmark B, Pauwels R, Postma D, Soriano J, Szafran-
ski W, Vestbo J: Inhaled corticosteroids and mortality in
chronic obstructive pulmonary disease.  Thorax 2005,
60:922-927.
13. Burge PS, Calverley PM, Jones PW, Spencer S, Anderson JA, Maslen
TK: Randomised, double blind, placebo controlled study of
fluticasone propionate in patients with moderate to severe
chronic obstructive pulmonary disease: the ISOLDE trial.
BMJ 2000, 320:1297-1303.
14. Sin DD, Man SF: Why are patients with chronic obstructive
pulmonary disease at increased risk of cardiovascular dis-
eases? The potential role of systemic inflammation in
chronic obstructive pulmonary disease.  Circulation 2003,
107:1514-1519.
15. Sin DD, Lacy P, York E, Man SF: Effects of fluticasone on systemic
markers of inflammation in chronic obstructive pulmonary
disease.  Am J Respir Crit Care Med 2004, 170:760-765.
16. Gan WQ, Man SF, Sin DD: Effects of inhaled corticosteroids on
sputum cell counts in stable chronic obstructive pulmonary
disease: a systematic review and a meta-analysis.  BMC Pulm
Med 2005, 5:3.
17. Pinto-Plata VM, Mullerova H, Toso JF, Feudjo-Tepie M, Soriano JB,
Vessey RS, Celli BR: C-reactive protein in patients with COPD,
control smokers, and nonsmokers.  Thorax 2005 [http://tho
rax.bmjjournals.com/cgi/rapidpdf/thx.2005.042200v1].
18. Eickelberg O, Pansky A, Mussmann R, Bihl M, Tamm M, Hildebrand P,
Perruchoud AP, Roth M: Transforming growth factor-beta1
induces interleukin-6 expression via activating protein-1
consisting of JunD homodimers in primary human lung
fibroblasts.  J Biol Chem 1999, 274:12933-12938.
19. Usmani OS, Ito K, Maneechotesuwan K, Ito M, Johnson M, Barnes PJ,
Adcock IM: Glucocorticoid receptor nuclear translocation in
airway cells after inhaled combination therapy.  Am J Respir Crit
Care Med 2005, 172:704-712.
20. Zhu J, Qiu Y, Barnes NC, Johnson M, Pavord I, Jeffery PK: The effect
of salmeterol/fluticasone propionate on pro-inflammatory
gene expression in COPD.  Proceedings of the American Thoracic
Society 2005, 2:A127.
21. Qiu Y, Parker D, Barnes NC, Johnson M, Pavord I, Jeffrey P: The
effect of salmeterol/fluticasone propionate on eosinophils
and mast cells in COPD.  Proceedings of the American Thoracic Soci-
ety 2005, 2:A132.
22. Paggiaro PL, Dahle R, Bakran I, Frith L, Hollingworth K, Efthimiou J:
Multicentre randomised placebo-controlled trial of inhaled
fluticasone propionate in patients with chronic obstructive
pulmonary disease. International COPD Study Group.  Lancet
1998, 351:773-780.
23. O'Donnell DE, Hernandez P, Aaron S, Bourbeau J, Marciniuk D, Hod-
der R, Balter M, Ford G, Gervais A, Goldstein R, Maltais F, Road J,
McKay V, Schenkel J, Canadian Thoracic Society: Canadian Tho-
racic Society COPD Guidelines: summary of highlights for
family doctors.  Can Respir J 2003, 10:183-185.
24. Fabbri LM, Hurd SS, GOLD Scientific Committee: Global Strategy
for the Diagnosis, Management and Prevention of COPD:
2003 update.  Eur Respir J 2003, 22:1-2.
25. American Thoracic Society: Standardization of spirometry –
1987 update.  Am Rev Respir Dis 1987, 136:1285-1298.
26. Jones PW, Quirk FH, Baveystock CM, Littlejohns P: A self-com-
plete measure of health status for chronic airflow limitation.
The St. George's Respiratory Questionnaire.  Am Rev Respir Dis
1992, 145:1321-1327.
27. Horvath I, Hunt J, Barnes PJ, Alving K, Antczak A, Baraldi E, Becher
G, van Beurden WJ, Corradi M, Dekhuijzen R, Dweik RA, Dwyer T,
E f f r o s  R ,  E r z u r u m  S ,  G a s t o n  B ,  G e s s n e r  C ,  G r e e n i n g  A ,  H o  L P ,
Hohlfeld J, Jobsis Q, Laskowski D, Loukides S, Marlin D, Montuschi P,
Olin AC, Redington AE, Reinhold P, van Rensen EL, Rubinstein I, Silk-
off P, Toren K, Vass G, Vogelberg C, Wirtz H, ATS/ERS Task Force
on Exhaled Breath Condensate: Exhaled breath condensate:
methodological recommendations and unresolved ques-
tions.  Eur Respir J 2005, 26:523-548.
28. Tsoumakidou M, Tzanakis N, Siafakas NM: Induced sputum in the
investigation of airway inflammation of COPD.  Respir Med
2003, 97:863-871.
Pre-publication history
The pre-publication history for this paper can be accessed
here:
http://www.biomedcentral.com/1471-2466/6/3/prepub